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CI AIM LISTING : 

1. (Canceled) 

2. (Currently amended) The- mcthod necordin g-to ^laim 1, wherein th e A method of treating 
benign prostatic hyperplasia in a mammal by administering to the mamma) an effective 
amount of an MK-1 receptor antagonist i^-eompmmd of the general formula (1) 




wherein 

R is hydrogen, lower alkyl, lower alkoxy, halogen or iriiluoromethyl; 

R 1 is hydrogen or halogen; or 

R and R 1 may be together -CU1=CH-CH-CH-; 

R 2 and R 2 are independently from each other hydrogen, halogen, trifluoromelhyl, lower 
alkyl, lower alkoxy or cyano; or 

R 2 and R 2 may be together CH=CH-C11^CI optionally substituted by one or two 
substituents selected from lower alky), halogen or lower alkoxy; 

R* is, independently from each other if occurring twice, hydrogen, lower alkyl or may, if 

occurring twice, form together with the carbon atom to which they are attached a cycloalkyl 
group; 
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R 4 is hydrogen, -N(R 5 ) 2 , -N(R s )(CH 2 ) n 01l, -N(R 5 )S(0) 2 -lowcr alkyl, -N(R 5 )S(0) 2 -phenyl, - 
N=CH-N(R 5 ) 2 , -N(R 5 )C(0)R 5 , l,l-dioxo-1A. 6 -thiomorpholin-4-yl, a cyclic tertiary amine of the 
group 



orR 4 is -(OC) n R 7 or -(CR'*-CR")„R 7 
wherein R is 

a) halogen, 

b) eyano, or the following groups: 

c) -(CR'R'VR", 

d) -C(0)NR'R", 

e) -C(0)0(C1I 2 )„R 8 , 

f) -C(0)R 8 , 

g) .N(OH)-(CH 2 ) n R 8 , 

h) -NK'C(0)-(CH 2 )„R M f 

i) -N[C(0)-R'j 2 , 
j)-OR 9 , 

k) -(ClI 2 ) n -SR 9 , -(CH 2 )„-S(0)R 9 , or -(CH 2 )„-S(0) 2 R' J , 

1) aryl, optionally substituted by one or more substitucnts, selected from halogen, 
trifluoromcthyl, lower alkyl, lower alkoxy, cyano, hydroxy, -NR'R", nitro, 
-(CH 2 ) m OR\ -C(0)NR'R", -C(0)OR' or -C(0)R\ 

in) is a five or six membered heteroaryl group, containing one lo four heteroatoms, 
selected from N, O or S and may bo optionally substituted by one or more 
substituents, selected from halogen, tririuoromethyJ, lower alkyl, lower alkoxy, 
cyano, hydroxy, -NR'R", nitro, ~(CH 2 ) m OR\ -0(O)OR', -C(0)NR'R" or -C(0)R', 
n) is a five or six membered saturated cyclic tertiaiy amine of the group 
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which may contain one additional hcteroatom, selected from N, O or S, 

R7R" are independently from each other hydrogen, hydroxy, lower alky], cycloalkyl 
or aryl, wherein the lower alkyl, cycloalkyl or aryl group may be 
optionally substituted by one or more substituents, selected from halogen, 
irifluoromethyl, lower alkyl, lower alkoxy, cyano, hydroxy, -NR'^R"' 1 , nitro, 
-(CH 2 ) m OR"\ C(0)NR"'R"", -C(0)OK*" or -C(0)R'", 

R"7R >)? ' are independently from each other hydrogen, lower alkyl, cycloalkyl or aryl, 

R K is hydrogen, cyano, hydroxy, halogen, trill uoromcthyl, -C(0)OR\ -0C(O)R or 
aryl, optionally substituted by one or more substitucnts, selected from halogen, 
trifluoromethyl, lower alkyl, lower alkoxy, cyano, hydroxy, -NR*R*\ nitro, 
-(GlJ2)mOR', -C(0)NR'R", -C(0)OR' or -C(0)R', or is a five or six membered 
heteroaryl group, containing one to four heteroatoms, selected from N, O or S 
and may be optionally substituted by one or more substitucnts, selected from 
halogen, trifluoromethyl, lower alky], lower alkoxy, cyano, hydroxy, -NR'R'\ nitro, 
~(CH 2 )mOR\ ^C(0)NR , R", -0(0)0*' or C(0)R', 

R 9 is hydrogen, lower alkyl, trifluoromctby), or aryl, wherein the lower alkyl or aiyl 
group may be optionally substituted by one or more substitucnts, selected from 
halogen, trifluoromethyl, lower alkyl, lower alkoxy, cyano, hydroxy, -NR T R'\ nitro, 
-C(0)NR'R> \ -(CH 2 )mOR', -C(0)OR' or -C(0)R\ or is a five or six mcmbcrcd 
heteroaryl group, containing one to four heteroatoms, selected from N, O or S and 
may be optionally substituted by one or more substitucnts, selected from halogen, 
trifluoromethyl, lower alkyl, lower alkoxy, cyano, hydroxy, -NR'R", nitro, 
-(UJ 2 )mOK\ ^OJNRV 1 , ~C(0)OR' or-C(0)R\ 

R 10 is - C(0)-(CH 2 )nOII or an oxo group; 
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or R is an N-oxidc of the general formula 




R 5 
R 6 

X 

n 
ni 

P 



wherein R n and R 11 are independently from each other -(CH 2 ) p OR 12 or lower alkyl, wherein 
R 12 is hydrogen, lower alkyl or phenyl; 

or 

R 1 1 and R 1,? form together with the N-atom to which they are attached a cyclic tertiary amine 
of the group 



wherein R n is hydrogen, hydroxy, lower alkyl, lower alkoxy, -(CH2) p OH> 
-COOR 3 , ~CON(R 3 ) 2 , -N(R 3 )CO-lower alkyl or -C(0)R 3 ; 

is, independently from each other, hydrogen, CVo-cycloalkyl, benzyl, phenyl or lower alkyl; 

is hydrogen, hydroxy, lower alkyl, -(CH 2 ) n COO-lower alkyl, -N(R 5 )CO-lower alkyl, hydroxy- 
lower alkyl, cyano, -(Cli2) rt O(CJi2)nOH, -<CHO or a 5-or 6 membered heterocyclic group, 
optionally bonded via an alkylcnc group; 

is ^C(0)N(R 5 )-, -(CIl 2 ),0-> -0(CHa) P - f (CH 2 ) P N(R 5 )-, -N(R 5 )C(OK or 
.N(R 5 )(CH 2 ) P -; 

is 0, 1,2, 3 or 4; 

is 1 or 2; and 

is 1, 2 or 3; 

the pharmaceutical ly acceptable acid addition salts and the prodrugs thereof. 

24821 vl 7 R0134AORD 




PAGE 8/30 * RCVD AT 8/5/2004 12:14:21 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/3 * DNIS:8729306 * CSID:6508555322 * DURATION (mm-ss):13-52 



ROCHE BIOSCIENCE PflT ID : 6508555322 



AUG Q5'04 8=48 No. 001 P. 



USSN: 10/071.570 



Attorney Docket R0134A ORD 



3 . (Current! y Amended) 




tg-io claim 




A method of treating 



benign prostatic hyperplasia in a mammal by administering to the mammal an effective 
amount of an NK-1 receptor antagonist-w-a-^ompound of the general formula (I) 



wherein 

R is hydrogen, lower alkyl, lower atkoxy, halogen or Irifluoromethyl; 

R 5 is hydrogen or halogen; or 

R and R 1 may be together -CH-CH-CH-CH-; 

R 2 and R 2 ' are independently from each other hydrogen, halogen, Irifluoromethyl, lower alkoxy or 
cyano; or 

R 2 and R 2 may be together -t:H=CH-CH^-CH-, optionally substituted by one or two suhstitucnts 
selected from lower alkyl or lower alkoxy; 

R 3 is hydrogen, lower alkyl or form a cyoloalkyl group; 

R 4 is hydrogen, -N(R 5 ) 2) -N(R 5 )(CH 2 ) n 011, -N(R 5 )S(0) 2 -lower alkyl, -N(R 5 )S(0) 2 -phcnyl, - 

N=CH-N(R 5 ) 2 , N(R 5 )C(0)R 5 , l,l-dioxo-lX 6 -thiomorpholin«4-yl f or a eyelie tertiary amine of 




the group 




or the group 
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^(CH 2 ) n N(R*)- 



K 



5 



is, independently from each other, hydrogen, C 3 -6-cycloalkyl, benzyl or lower alkyl; 



R° is hydrogen, hydroxy, lower alky!, -(CI J 2 ) n COO-lower alkyl, -N(R 5 )CO-Iower alkyl, hydroxy- 
lowcr alkyl, cyano, -(CIl2), 1 0(Cll2)„OJI > -CHO or a 5-or 6 membened heterocyclic group, 
optionally bonded via an alkylcnc group; 

X is -C(0)N(R 5 K -(CH 2 ) ni O-, <C1I 2 ) MI N(RV, -N(R*)C(0)-, or ~N(R 5 )(CJ 

n is 0, 1, 2, 3 or 4; and 

m is 1 or 2; 

and the pharmaceutical^ acceptable acid addition salts and the prodrugs thereof 

4, (Withdrawn) The method according to claim 2 or claim 3, wherein the NK-1 receptor 
antagonist is a compound of general formula (1), wherein X is -C(0)N(R 5 )- and R 5 is methyl, ethyl 
or cyclopropyl. 

5. (Withdrawn) The method according to claim 4, wherein the compound is selected from the 
group consisting of 

N-(3,5-bis-k*illiioromcthyl-bciizyl)-N-mcthyl-4-o4olyl-]ucotinamide^ 
N-(3,5-bis-lrinuoromclhyl^ 

N-(3,5-bis-trilIuoromcthyl-bcnzyl)-N-mcthyl-4-(2-Uifluoroincthyl-p 
nicotinamide, 

N-(3,5-bis4rilluoromcthyl^ 
N-O^bia^rMuoromcthyl-bcnzyl)^^ 

N-(3 > 5-bif5-trifluoromethyl-benzyl)-N-mclhyl-4-phcnyl*nicotinaniidc, 
N-(3 F 5~his-triflu<)n)methy!-benzyl)-N-cthyl-4-t)--lolyl-iiicotinamidc > 
N-(3,5-bis-trifluoromethyl-benzyl)-N-cyclopropyl^-o-tolyl-nicotinamide > 
N~[l-(3 ? 5-bis-trifluoromethyl^^ 
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N-(3,5-di-fluorobenzy1)-N-mcthy1-4-o-to1yl-nicotinamidc, 

N-(3,5-di"Oh1orobenzy])'N-mct1iy1-4-o-to1y1-nicotinamide, 

N-(3>5-biVtrjfluoromcthyJ-te^ 

tolyl-nicotinamide, 

2*-methyl-5-(4-methyl-piperazin-l-yl)-biphcnyl-2-carboxylic acid-(3,5-bis- 
trifluoromcthyl-bcnzyl)-mcthyl-amidc, 
N-(3 s 5-bi2^trifluoromethyNbenz,yO^ 
naphthalen- 1 -yl-nicotinamide, 

(4-{5-f(3 > 5-bis-trinuoromcthyl-bcnzyl)-nicthyl-carbamoyl]-4-o-to1yl-pyn 

pipcrazin- l-yl)-acctic acid ethyl ester, 

5 , -[(3,5-bis-trifliioromethyl-benzyl)-mcthyl-caibamoy 

tctrahydro-ZII-Ll^'Jbipyridinyl^-carboxylic acid ethyl ester, 

N-(3,5-bis-trifluoromcthyl-b^ 

nicotinamide, 

(RS)-6-[3Kacety]-methy)~aniino>py^ 

bcnzyl)-N-methy]-4'0-to]yl-nicotinamidc, 

N<3,5-bis-trifliK>rometl^ 

ami no] -4-o-to)y I -n icoti namide, 

N^(3>bis~trif1uoromethyNbei^^ 

nicotinamide, 

N-(3,5-bis-trifluoromethyl-bei^^ 
nicotinamide, 
N-(3,5-bis-trifluoroine%^ 
o-tolyl-nicotinamide, ' 

N-(3,5-bis-trifluoromethyI-benzyl)-6-(l f l-dioxo-U 6 -thiomolpholin-4-yl)-N- 
methyl-4-o-to]yl-nicotinanlide, 
N-(3,5-bis4rifluoromclhy]-bc?nzyl>^ 
nicotinamide, 

N<3,5-bis-lrifluoromcthyl-be^ 
methyl-4-o-tolyl-nicotinamide. 
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N-(3>bis~trifluoromethylM)ei^^ 
o-toly l-ni coli namidc, 
N-(3>bis-trjfluoromethyl-ben^^^^ 
yl}-N-mcthyl-4-o-tolyl-nicotmamidc, 

N-(3,5-bis-trifluoromethyl-bcnzyl)-N-mcthyl-6-(4-L 1 ,2,4]oxadiazol-3~ yKmcihyl- 

pipemzin- 1 -yl)-4-o~tolyl-nicotinamide, 

N-(33-bis-trifluoromethyl^^^ 

[l,2/t]triazol-3-y)~methy]^^ 

N-(3,54>is-lrifluoromclhyl4>cnzyl)-6^ 

0- tolyl-nicotinurnide, and 
N~niethy1-N-(2-methy]~naphtha1en-!^ 
nicotinamide; 

or a pharmaceutical^ acceptable acid addition salt thereof. 

6. (Previously Presented) The method according to claim 3, wherein the NK~1 receptor antagonist 
is a compound of general formula (I), wherein X is -N(R 5 )-C(0)- and R 5 is hydrogen or methyl. 

7. (Withdrawn) The method according to claim 6, wherein the compound is selected from the 
group consisting of 

2-(3,5-bis-trifluoromcthy]-phcny^ 

tolyl-pyridin-3-ylHsobulyramidc, 

2-(3,5-bis-trifluoromcthyl-phcnyl^ 

1- yl)-pyridin-3-yl]-N-mcthyl-isobutyramidc, 

2- (3,5-bis-trifluon>methyl-phenyl)-^^ 

piperazin- 1 -yl)-pyridin-3-y l]-N-metbyl-isobutyrarnide, 
2<3,5-bis-trifluou>methyl^benyl)-N-[4-(2-chloroi5henyl)-pyri^ 
methyl -isobutyramide* 

2<3,5-bis4rifluoromethyl-phenyl-N-methyl-N-(4-o-tolyl-pyridin-3-yl)- 
isobulyramidc, 

2<3,54iis-trifluoroniethyJ-phcnyl>^ 
2-(3,54>is-trifluoromethyl^henyl>^ 
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2-(3,5-biMrifluoramethyl-pheny])-N^^ 
propionamide, 

2-(3,5-bis-trifliioroniethyl-ph^ 

pyridin>3-yl)-isobulyramidc, 

2-(3,5-his-lrifluoroniethyl-phenyl)^ 

pyridin-3-y]]-N-mcthyl-isobutyramidc, 

2-(3,5-bis-trithiorometl^ 

ethyl)-amino]-4-o-to]yl-pyridin-3-yl}-isobutyramidc, 

2-(3,5-biVtrifluoromethy1-pheny])-^ 

yl)-4-o-tolyl-pyridin-3-ylj-isobutyramidc, 

2-(3,5-bis4rifluoromcthyl-phcnyl)-N^ 

isobulymniide, 

2^3,5-bis-trifluoromethyl-pheny])^ 

pyridin-3-yl]~jsobutyramide, 

2<3,5-bis4rifhioronicthyl-phcnyl)-^^ 

pyridin-3-yl)-isobutyramidc, 

2<3,5-bis4rifli!oronicthyl^ 

[ 1 ^^bipyridinyl-S'-yO-N-mcthyl-isobutyraniidc, 

2<3,54>jVtrifluoromcthyl-phcnyl>^ 

tolyl-pyridin-3-ylj-N-mcthyl-isobutyramidc, 

(R)-2-(3,5-bis-lrifluoromct^ 

pyridin-3-yI]-N-methyl-iSvObutyramide, 

2-(3 t 5-bis-trifliJoromethyl-phenyl)-N-methyl-N-(6-moiphoh 

pyridin-3-yl)-acctamidc, and 

[2-(3 >5-bi s-tri fl uorometby 

phenyI)-6-(4-niethyUpiperuziivl'yl)-pyridin^3-y]]-methylarnine; 
or a pharmaceutical^ acceptable acid addition salt thereof. 

8. (Withdrawn) The method according to claim 4> wherein the compound is selected from the 
group consisting of 

N-(3 > 5-bjs-trifluoromethyl-benzyl)-N-methyl'4-o-tolyl-6-[ 1 ,2,4]triazoM -yl- 
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nicotinamide, 

N-^S-bis-trifluororoet^ 

nicotinamide, 

4-hydroxy-4'-o-toly l-3,4,5,6-tetrahydro-2H-[ 1 ^bipyridinykV-carboxylic acid 

(3,5-bis-trifluoromet1iy)-benzyl)-mcthyl-amidc, 

4^(2~hydroxy-ethoxy)-4'-o-tolyl-3/^ 

carboxylic acid (3 ? 5-bis-irinuoromethyl-benzyl)-methyl-amide, 
(R)-N-(3,5-bis-trifluorometh^^ 
4-o-tolyl-nicotinamidc, and 
4H2-chloro-phenyl)-4-hydroxy-3^ 

carboxylic acid (3,5-bis-trifluoi , omcihyl-bcnzyl)-mc[hyl-aiiiide; 
or aphannaceutically acceptable acid addition salt thereof 

9. (Withdrawn) The method according to claim 6, wherein the compound is selected from the 
group consisting of 

2-(3 > 5-bis4rinuoromethyl-pheny])-N-[6-(2-hydroxy'ethylamino)-4-o-tolyl- 

pyrjdin-3-ylj-N-metbyl-isobutyramidc, 

2-(3,5-bis-trifluoromcthyl-ph^ 

pyridin-3-ylj-N-mcthyl-isobntyramidc^ 

N-(6-acetylamino-4-o4olyl-pyr^ 

mcthyl-isobutyramidc, 

N-[6-(acety]-methyl-amino)-4-o-tolyl^^ 

phenyt)-N-methyI-isobiityramidc, 

cyclopropanecarboxylic acid (5- {r2-(3,5-bis-trifluoroniethyl-phenyl)-2-metiiyl- 

propionyl]-fiiethyl-amin<)}-4-o-tolyl-pyridiii'2-yl)-ainidc J 

cyclopropanecarboxylic acid (5- {L2-(3,5-bis-trifluoromcthyl-phenyl)-2-methy I- 

propionyll-methyl-amino}-4-o-tolyl-pyridin-2-yl)-mctliyl-amide ) 

2-(3,5-bis4rinuoromelhyI-phenyl)-^ 

N-mcthyl-isobutyramidc, and 

2-(3 ) 5^bis^trifluorometbyl-phenyl)-N-[4-(2-chloro-phcnyl)-6-(2-hydroxy- 
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ethy1aniino)-pyridin-3-yl]-N-mclliyl-isobulyramidc; 
or a pharmaceutical^ acceptable acid addition salt thereof 

10. (Withdrawn) The method according lo claim 2 or 3, wherein the NK-1 receptor antagonist is a 
compound of general formula (I), wherein R A is -(C-C)„R 7 or (CR'-CR 5 %R 7 . 

1 1 . (Withdrawn) The method according to claim 10, wherein the NK-1 receptor antagonist is a 
compound according to formula (1), wherein in R 4 is -(C-QJl 7 or (CR , =CR' , )„R 7 and X is 
-C(0)N(CH3> and (R 2 ) n is 3,5-di-CF v 

1 2. (Withdrawn) The method according to claim 1 1 , wherein the compound is selected from the 
group consisting of 

N-(3>5-bis-trilluorornethyl^ 

4-o*l oly 1-nicot inamide, 

N-(3 ,5 -bis4ri fl u(m>methy 1 -ben ^ 

N-(3 J 5-bis-trinuoromethy]-benzyl)-6-cyanomethyl-N'methyl-4-o-tolyl- nicotinamide, 
N-(3,5-bis-tiifluorometbyl-ben7 < y])-6-iodo-N-methyl-4-o-toly]Miicotinamide, 

4- o-tolyl-[2/t']bipyridinyl-5-carboxylie acid (3,5-bis-trifluoromethyl-benzyl)- 
methyl-amide, 

5- r(3,5-bis-trinLK)romethyl-benzyl)-methyl-carbamoy]]-4-o-tolyl-pyridinc-2- 
carboxylic acid methyl ester, 

N-(3,5-bis-trifluoromcthyl-bcnzyl)-6-hydroxymcthyl-N-niethyl-4-o-tolyJ- 
nicotinamidc, 

6- (5-acctyl-thiophen-2-yl)-N-(3,5-bis-tr^^ 
nicotinamide, 

4-o-toIyl-r > 2 , ,3',6 f -tetrahydro-[2 > 4 , ]bipyridinyl-5-carboxylic acid (3,5-bis- 

trifluoromcthyl-bcnzyl)-mcthyl-amide, 

N<3,5-bis4riiluoromcthyl-bcn/,yl^ 

tolyl-nicotinamide, 

2 , -methy1-4-o-tolyl-[2,4 T ]bipyridinyl-5-carboxylic acid (3 5 5-bi&4rifluorornethyl- 
bcn/.yl)-mcthyl-aniide, 
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N-(3,5-bis4rifluoromclhy^ 
o-tolyl-nicotinamidc, 
6-(3-amino-prop-l-ynyl)-N-(3,5-bis^^ 
nicotinamide, 

(RS)-N-(3,5-bis-lrifluoroir>e^ 

methyl-4-o-tolyMiicotinamide, 

N-(3,5-bis-trifluoromcthyl-bcnzyl)^ 

sulfanylmcthyl^-o-lolyl-iiicotinamide, 

(RS)~N^3,5-bis^rifluoromethyl-benzyl)-^ 

tolyl-nicotinamide, 

N-^S-bis^riiluoromethyl-benzyl)^^ 

nicotinamide, and 

N-(3,5-bis-trifluoromethyl-ben;^l^ 
nicotinamide; 

or a pharmaceutical^ acceptable acid addition salt thereof. 

13, (Withdrawn) The method according to claim 10, wherein the NK-1 receptor antagonist is a 
compound of general formula (I), wherein R 4 is <C=C) n R 7 or-CCR^CR^^R^nd X is 

N(CH*)C(0)- and (R 2 ) n is 3,5-di-CF 3 . 

14. (Withdrawn) The method according to claim 1 3, wherein the compound is selected from the 
group consisting of 

2-(3,5-bis-trifluoromcthyl-phcnyl)-N-{6-fhydroxy-(2"hydtX)xy-ethy))-aminoJ-4-o- 

tolyl-pyridin-3-yl} -N-mcthyl-isobulyramide, 

2-(3,5-bis-trifluoromethyU 

toly 1-py ridin-3 -y 1 ] -i sobuty rami de, 

acetic acid (5-{[2-(3,5-bis-trifluommethyl-phenyl)-2-methyl-propionyl]-mcthyl- 
amino}-4-o-tolyl-pyridin-2-ylcarhamoyl)-methyl ester, 
2-(3,5-bis-trifluoromcthyl-phcnyl)-N-[6-(2-hydroxy-acetylaniino)-4-o-tolyl- 
pyridin-3-yl]-N-mcthyl-isobutyramide 5 
2-(3,5-bis-trifluoromcthyl-phcnyl)^ 
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pyridiii-3-yl]-N-methyl-jsobutyramidc, 

2-(3,5-bis-trifluoromethyl-phm^ 

pyiidin-3-ylJ-N-mcthyl-isobutyramide, 

cyclopropanccarboxylie acid (5-{[2-(3,54Ms-trifluoroincthyl»phcnyl)-2-niethyl- 

propionyl]-mcthyl-arnirio}-4-o4oly]-pyridin-2-yl)-cyclopropanccarboiiyt-anijde, 

2-(3,5-bi5i4rmuoromethyl-pheny0^^ 

isobutyramide, 

2-(3 J 5-bis4rifluoroniethyl-pheny^^ 
P^'Jbipyridinyl-S-yll-N-mcthyl-isobutyramidc, 
2<3,54^is4rifluoromcthyl-pto 
isobutyramidc, 

2-(3,5-bis4rinuoromethyl-phenyl>^ 
tolyl-pyridin-3-yl]-N-methyl-isobutyramide, 
2-(3,54Mfc-trifluoromethyl-phenyl)-^ 
pyridin-3-yU-N-mcthyl-isobutyrumide, and 
(RS)-2-(3,5-bis-lrinuoroniethy^^ 
tolyl-pyridiTv3-yl]-N-methyl-isobutyramidc; 
or a pharmaccuticalty acceptable acid addition salt thereof. 

15. (Withdrawn) The method according to claim 10, wherein the NK-1 receptor antagonist a 
compound of general formula (I), wherein R 4 is -(C-C) n R ,r or-(CR , ^CJ< , *) n R ir and R 3 and R v are 
both methyl and R is chloro. 

16. (Withdrawn) The method according to claim 15, wherein the compound is 2-(3,5-bis- 
trifluoromethyl-phenyl)-N-{4-(2-cM 

yl}-N-methyl-isobiityramidc or is 2-(3 > 5-bis-trinuoromethy]-phenyl)-N-l4-(2-chloro--phenyl)-6-(3' 
oxo-morpholin-4-yl)-pyridin-3-yI]-N-niethyNisobutyramidc or is a pharmaceutically acceptable 
acid addition salt thereof 

17. (Withdrawn) The method according to claim 2 or 3, wherein the NK-1 receptor antagonist is a 
compound of general formula (I), wherein R 4 is an N-oxidc of the general formula 
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and X is -C(Q)N(R 5 )- and R 5 is methyl or X is -N(R 5 )-C(0)- and R 5 is hydrogen or methyl. 

18. (Withdrawn) The method according to claim 17, wherein the compound is selected from the 
group consisting of 

4-{5-[(3,5-bis4rifluom^ 

4-oxy-piperazinc-l-carhoxylic acid tert-butyl ester, 
SHp.S-bis^rifluoromelhyl^ 

tet]*ahydro-211-Ll,2']bipyridiiiyl-4-t;urboxylic acid ethyl ester, 

(RS)-643-(acctyKmcthyl-amino>lH>xo-pyrrolidin-l-yl>N-(3,5-bis- 

trifluoromethyl-ben/.y^^N-niethyl^-o-tolyl-nicotinamide, 

N-(3,5-bis-trifluoix>mctl^^ 

o-tolyl-nicotinamidc, 

NK3,5-bis-trifluoromcthyL 

N-methyl-4-o-tolyl^nicotinamidc, 

N-(3 ? 5-bis4nfluoromethyUbenzyl)-6-(4-ibrniyl-l -oxy-piperazin- J -yl)-N-mcthyl- 

4-o-tolyl-nicotmamide, 

N-meUiyl-N-(2-mcthyl-naphm^^ 

o-tolyl-nicotinamide> 

N-meLhyN6^4-oxyHiiomho]in-4-yl)-N^^ 

nicotinamide, 

N-(2-mcthoxy-nuphthalen-l"yl-niethyl)-N-mcthyl-6-(4-oxy-morpho1in-4-yl)-4- 
o-tolyl-nicotinamidc, 

N-(2^nethoxy-bciizyl)^methyl-6-(4-oxy-morpholin-4-yl)--4-o-tolyl- 
nicotinamide, 

N-(5-chk)ru-2-niethoxy-benzyl)-N-mcthyl-6-(4^>xy^morpholin-4-yl)-4-o-tolyl- 
nicotinamide, 

N-(2-chloro-5-mc(hoxy-bcnzyl)-N-methyl-6-morpholin-4-yl-4-o-tolyl- 
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nicotinamide, 

N-niethyl-6-(4-oxy-mo^^ 

nicotinamide, 

N-mcthyl-6K4-oxy-morpho^ 
nicotinamide, 

>H2-mclhoxy-5-(54riniioromethyl-iei^^^ 

morpholin-4-y])-4-o-U>]yl-niwtinamide, 

N^M-diniethoxy-naplithalen^^ 

4-o-tolyl-nicotinamidc, 

54(3,5-bis-lrifluoromcthy]-bonzy^ 

tctrahydro-2H-[ 1 ? 2 , ]bipyridinyl-4-carboxy]ic acid> 

2-(3,54>is-trifluoromclhyl-phc^ 

tolyl-pyridin-3-ylj-isobutyramidc, 

2-(3 > 5'bis4rifluoromethyl-pte^ 

4- yl)-pyridin-3-yl]-N-mcdiyl-isobutyramide ) 

2-(3,5-bis-trifluoronietby]-phenyl)-N-[6-(4-oxy-morpholin-4-yl)-4-o-loly]- 

pyridin-3-ylJ-isobutyramidc, 

2-(3,5-bis4rifluoromcrtiyl-phci^^ 

tetra1iydrO'2H4l,2 , jbipyridjnyl-5 1 -ylJ-N-mcaiyl-isobutyrainidc, 
2-(3,5-bis-trifluoroniethy1~pben^^ 

5- yO-N-methyl-isobulyraniide, 
2-(3,5-bis-trifluorometliy^^^ 
pyiidin-3-yl]-isobutyramidc, 
2-(3 > 5-bis4rifluoramcthyl-ph^ 

tctrahydro-2H-f1,2 , ]bipyridjny]-5 , -y])-N-niet]iyl'isobi]tyramide 7 

2-(3,5-bisMrifluorometM 
4-o-lolyl-pyridin-3-yl } -N-mclhyl-isobutymniide, 

(R>2-(3,5-bis-irinuoromiithy]-phcnyl)-N-[6-(3-hydroxy- 1 -oxy-pyrrolidin- l-yl)-4- 

o-tolyl-pyridiii-3-yl]-N'mclhyl-iKobu(yramide, 

2-(3,5-biK-trifluoramethyl~phenyl^ 
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o-to)yl-pyridin-3-yl]-acelamide, 
2K3,5-dimcUioxy-phenyl)-N^ 
pyridin-3-yl]-acetamide, and 
2-(3-fluoro-5-trifluoromc^ 
o-tolyl-pyridin-3-yl]-acetamide; 
or a pharmaceutical^ acceptable acid addition salt thereof, 

1 9. (Withdrawn) The method according to claim 2 or 3, wherein the NK-1 receptor antagonist is 2- 
(3,5-bis-trifluoromcthy] -phenyl)-N^methyI-N-(6«morpholin-4-yl-4-o-toly)-pyridin-3-yl)- 
isobutyramidc oris 2-(3 j 5-bi$-trinuoromethyl-phcn^ 

lo]yl-pyndin-3-y]]^sobutyramidc or is a pharmaceutical^ acceptable acid addition salt thereof. 

20. (Currently Amended) The method according to claim 3, wherein the NK-1 receptor antagonist 
is 2-(3,5-bis-trifluoromclhy^ 

yl]-isobutyramide, M3,5^is-trifluoron^^ 

tolyl-pyndin-3-yl]-N-mcthyl-isobutyramide, or 2-(3,5-bis-trilluommethyI-phenyl)-N-[6-(l,l-dioxo< 
lk 6 4hiomorpholin-4-yIM or 
pliarmaccutically acceptable acid addition salts thereof. 

21. (Canceled), 

22. (Currently Amended) The method of Claim 12, wherein the NK-1 receptor antagonist has a pKi 
of greater than 7, 

23. (Original) The method of Claim 22, wherein the NK-1 receptor antagonist has a pKi of between 
8 and 10. 

24. (Currently Amended) The method of claim 12, wherein the mammal is a human. 

25. (Canceled). 

******** 
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